04/08/2005 11:09 FAX 415 362 2928 



FLIESLER MEYER LLP 



12)007 



In the Claims: 

1 . (Currently amended) A method for modulating the density and/or distribution of angiotensin H 
receptors in a mammal, comprising the step of administering an effective amount of an insulin-like growth 
factor- 1 (IGF- 1 ) compound sufficient to reduce angiotensin angiotensin II receptors in the kidney of said 

2. (Original) The method of claim 1 , wherein said IGF- 1 compound is selected from the group 
consisting of IGF-1, IGF-2, des(l-3) IGF-1. 

3. (Original) The method of claim 1 wherein the angiotensin H receptors are angiotensin II type 1 
receptors and wherein their density, distribution, and potential for signal transduction are down-regulated 

4. (Original) The method of claim 1 wherein the angiotensin II receptors are angiotensin II type 2 
receptors and wherein their density, distribution and potential for signal transduction are up-regulated. 

5 . (Original) The method of claim 1 , wherein the mammal is human, 

6. (Original) The method of claim 1 , wherein said angiotensin II receptors are decreased in at least 
one tissue selected from kidney glomeruli, proximal tubules and distal tubules. 

7. (Original) The method of claim 1 , wherein the effective amount of said IGF-1 compound is 
administered in a form of a pharmaceutical composition including aphannaceutically acceptabl a carrier thereof 

8. (Original) The method of claim 1, wherein the effective amount of IGF-1 compound is 
administered by way of administration of a replicable vehicle encoding for said IGF-1. 

-2- 

Attomey Docket Na: ERNZ 1018 US1 DBB 200.001 :050503 

dbb/ERNZ/101 8 US1 .006.Rcply.wpd 



PAGE 7/1 1 * RCVD AT 4/8^005 2:06:37 PNI [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/7 * DNIS:8729306 * CSID:415 362 2928 * DURATION (mm-ss):02-38 



04/08/2005 11:09 FAX 415 362 2928 FLIESLER MEYER LLP EI008 



9. (Original) The method of claim 1, wherein the effective amount of IGF-1 compound is 
administered by intramuscular injection, subcutaneous injectdion, intraperintoneal injection or by implant. 

1 0. (Original) The method of claim 1 , wherein the said effective amount oflGF- 1 compound is 
administered through an intravenous, transdermal, transmucosal, oral or epidural route. 

1 1 . (Original) The method of claim 1 , wherein the effective amount of said IGF- 1 compound is 
between 0. 1 p.g/kg/day and about Img/kg/day. 

12. (Withdrawn) Amethod for decreasing the expression of angiotensin II receptors in amammal, 
comprising administering to said mammal an amount of a compound effective to increase the concentration 
of IGF-1 in said mammal. 

13. (Withdrawn) The method of claim 12 wheremthemcreaseoftheconcentrationoflGF-1 orlGF-I 
analog is by about 0.1 |ig/kg/day to about lmg/kg/day. 

14. (Withdrawn) A method for reducing hypertension associated with increased expression of 
angiotensin II receptors in amammal, comprising the step of administering an effective amount of an IGF-1 
compound along with an effective amount of an inhibitor of angiotensin converting enzyme (ACE). 

15. (Withdrawn) The method of claim 14, wherein said ACE mhibitoris selected from the group 
consisting of captopril, cilazapril, enalapril, fosinopril, imidapril, lisinopril, moexipril, perindopril, quinapril, 
ramipril and trandolapril. 

16. (Withdrawn) A method for reducing hypertension associated with increased expression of 
angiotensin II receptors in a mammal, comprising the step of administering an effective amount of anIGF-1 
compound along with an effective amount of an angiotensin II receptor antagonist 
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17. (Withdrawn) The method of claim 16,whereinsaidangiotensin]Ireceptorisselectedfromthe 
group consisting of angiotensin II antagonist can be selected from a group that includes candesartan, 
irbesartan, losartan, telmisartan and valsartaiL 

1 8. (Withdrawn) Amethod for enhancing the antihypertensive and renoprotectiveproperties of ACE 
inhibitors and angiotensin II antagonists comprising the step of administering to a mammal an effective amount 
of an insulin-like growth factor-I (IGF-I) compound, where an IGF-I compound comprises IGF-I, a 
biologically active IGF-I analog, a biologically active IGF-I mimetic, a compound that increases the 
concentration oflGF-L, or a compound that increases the concentration of IGF-I analogs in combination with 
the said ACE inhibitor or the said angiotensin II antagonist. 

Please add the following new claims. 

19. (New) The method of claim 3, further comprising administering an effective amount of an angiotensin 
converting enzyme (ACE) inhibitor, 

20. (New) The method of claim 1 9, wherein said ACE inhibitoris selected from the group consisting of 
captopril, cilazapril, enalapril, fosinopril, imidapril, lisinopril, moexipril, perindopril, quinapril, ramipril and 
trandolapril. 

21. (New) The method of claim 3, further comprising administering an effective amount of an angiotensin 
receptor antagonist sufficient to decrease blood pressure to below a systolic bloodpressure of about 140 mm 
Hg or a diastolic blood pressure above about 90 mm Hg. 

22. (New) The method of claim 2 1 , wherein said angiotensin receptor antagonist is selected from the 
group consisting of candesartan, irbesartan, losaitan, telmisartan and valsartan. 



«4- 

Anomey Docket No.: ERNZ 1018 US1 DBB 200.001:050503 
dbb/ERNZ/1018 USl.006.Reply.wpd 



PAGE 9/1 1 * RCVD AT 4/8/2005 2:06:37 PM [Eastern Daylight Time] * SVR: USPTO-EFXRF-1/7 ' DNIS:8729306 * CSID:415 362 2928 * DURATION (mm-ss):02-38 



04/08/2005 11:09 FAX 415 362 2928 



FLIESLER MEYER LLP 



BlOlO 



23. (New) The method ofclaim 3, wherein the dose of IGF-1 administered is from about 0.1 ptg/kg^day 
to about Img/kg/day. 

24. (New) ThemethodofclaimS.whereinthelGF-l compound is selected from the group consisting 
of 1-3 IGF-1 (Gly-Pro-Glu; "GPE"), LR3IGF-1, [Arg^IGF-l, Long™R3lGF-l, [Ala 31 ]lGF-l, 
des(2,3)[Ala 31 ]IGF-l, [Leu^IGF-l, des (2,3)[Leu*]IGF-l, [Leu 60 ]IGF-l, [Ala 3l l[Leu w ]IGF-l, des(l- 
3)IGF-H and [Leu 24 ]^ 60 ]^^. 

25. (New) The method of claim 3, wherein said angiotensin II type 1 receptors are in a human being. 

26. (New) The method ofclaim 25, wherein said human being has a history of one or more of fetal 
undernutrition, low birth weight, hypeiphagia, obesity, insulin resistance and hypertension. 
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